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Dear Dr. Nordsiek: ‘ : K- ‘’ vV >y:■ ,7.y ■'■ 

'' ’ . V ^ '^V -•■ : . ■ ' ;■ • -. ry : 

> 'Me: Project on Agents which Alter the Transport, Storage and vv-’•'H'; *.V' 

'•■ 7v-•.-••. . Distribution of Nicotine . ;■. •/•.!’...V-,v. 3':>7-. v '• 
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■'■ '"■',• •■'■•'": v George B. Weiss, Principal Investigator 
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Although the hypothesis and the specific aims of this proposal are sound, . 

interesting, and worthwhile to investigate, I believe that the rest of the v , ; -r^. 

■ proposal is very poor. The whole approach is open to question, and it is 

difficult to see how some of the experiments relate to the specific aims. The , 

insufficient description of the experiments and methods do not give' the .. >^7 v ' 
reader a clear picture of what the investigators really are planning to do .. 

in order to examine some of their research aims. Therefore I would Judge this. Jagg, 
application completely inadequate. ;.7..y =-..••■•'/•'•• •.. 




'Some Specific Points: 


V ; ‘ I. General Procedure 7 : K ■" ■’ 

Why are the animals going to be lightly anesthetized before being decapi- £i •*; 
tated? Adding this variable is unnecessary, and may prove tricky. Did, or 
will, the investigators check what effects even a brief ether exposure might .Crt 
have on the parameters to be subsequently measured? Ether is a well-known , 7 jft I 
releaser of glucocorticoids from the adrenal cortex. Glucocorticoids have ^ - 

been shown to alter the uptake of norepinephrine by brain slices (Maas and 
■ Mednieks, Science . 1971, 171 . 178-179). We and others have evidence that a ' . 
very brief exposure to ether alters the uptake and turnover of %-norepinephrine. 

The description of the methods and procedures is very inadequate. No time 
periods are specified for incubations and treatments. Are the tissue slices 
going to be pre-equilibrated? It is difficult to assess their procedures with 
brain slices, and involving ^H-norepinephrine, since reference 8 is not yet in 
press. Is the uptake of ^H-norepinephrine going to be carried out in the v v 
presence of an MAO inhibitor? If not, a considerable portion of the labeled ; 
•norepinephrine will be metabolized during the incubation period. In the part *5^^, 
describing the washout procedure, it is mentioned that slices will be ashed 
’’as in the just described uptake experiments." However, ashing of slices was 
7 . not mentioned under the uptake procedures. ■. . 

Source* https :7/www. ndustryciocumerffs!'uc^!edtiT66^/f]^^ ’* * v '" ar 
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re: Agents which alter the 
;,* nicotine, continued 


It is not clear whether all the drugs to be tested are to be added in 
vitro only or whether they will also be injected — 4 —■ 


II. Specific aim "a " 




• 1) The subheading states that effects of various agents on trains 

distribution, and storage of nicotine will be examined. However no'experi-'-S^^^v^ 
ments are described that will test these factors. For instance, how does" one 
study the transport and distribution of nicotine in brain 
transport mean uptake? • - \ - " . >' t '* ...... , 



2) None of the experiments mentioned under methods or . . 

proaches are directed toward "delineating the sites" of -nicotine uptake. 

The subheading states "examination of nicotine analogues and antagonists on 
l^C-nicotine distribution." Do they mean regional distribution in the brain, 
or do they mean subcellular distribution within neurons? This is completely 
unclear, and the experiments that are mentioned do not allow one to tak a guess. 

f vV■' v ' : " 

- 3) How do the investigators propose to distinguish between effects and 

movements of nicotine in central and peripheral systems? No indication of { 
this is given. r.'--v :;£■ . 

III. Specific aim 


1) The investigators do not provide any background information bn the • 
effects of nicotine on the distribution of biogenic amines* Their reference 
19, which would provide some of this information, is not published* Previous . 

work by other investigators has shown that chronic treatment with nicotine 
results in an increased uptake and turnover of norepinephrine (Bhagat. Brit. ■ 

J* Pharmacol * 1970, 38, 86, for example). Also, Balfour showed that nicotine ■ 

added in vitro increased the initial uptake of ^^-norepinephrine but decreased 
the retention of this amine, especially in the hypothalamus, while the ^uptake 
l^C-serotonin was decreased in both hypothalamus and hippocampus (Fur.J. Phar- -JAW. 

' How do the investigators propose to study the binding of -^H-amines to sites -.j 
"within the cell membrane"? As far as I am aware, no such procedures are yet . 
available for 3H-norepinephrine in brain, and, if they plan to test a new pro¬ 
cedure, they do not state so. ..'v- \ : jm'-V.;-.’ 

One other point: To check if the uptake of l^C-nicotine occurs in noradren¬ 
ergic terminals, the investigators should use slices from animals treated with 
6-hydroxydopamine, which preferentially destroys noradrenergic and dopaminergic 
nerve terminals. This was done, for example, by Westfall and Brasted (J. Phar¬ 
macol. Exp. Ther . to check nicotine uptake into noradrenergic nerve terminals 
in the heart. •• -v'r.. - /. 

In conclusion, then, the experiments presented in this proposal will 
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